Spontaneous ejaculation is a rare side effect of antidepressants. SSRIs, SNRIs, and reboxetine are reported to cause spontaneous ejaculation. Previous reports suggest to stop or change medication in the presence of this side effect, and less is known how to manage patients who want to continue the medication with this side effect. Mirtazapine is a noradrenergic and specific serotonergic antidepressant, mostly used for the treatment of depression. It is recommended as an add-on pharmacotherapy to relieve sexual side effects. Here, we demonstrate a case of spontaneous ejaculation, caused by venlafaxine, and reverted by mirtazapine.
Venlafaxine is a dual reuptake inhibitor of serotonin and noradrenaline. It is widely used to treat depressive and anxiety disorders [1] . The frequency of sexual side effects with antidepressants are reported to be about 58-73% [2] and 36% of psychiatrists prefer to change medication when sexual side effects occur [3] . Spontaneous ejaculation is a rare sexual side effect of antidepressants, mostly reported by serotonergic and noradrenergic reuptake inhibitors [4, 5] . According to previous reports antidepressant switch is suggested to manage spontaneous ejaculation [6] . We have limited information about pharmacological management of spontaneous ejaculation.
Mirtazapine is a noradrenergic and specific serotonergic antidepressant, mostly used for treatment of depression. As far as we know, mirtazapine cause fewer sexual side effects and recommended as an add on treatment for antidepressant induced sexual side effects [7] [8] [9] . Here, we present a case report of spontaneous ejaculation, caused by venlafaxine and reverted by mirtazapine.
ABSTRACT

Introduction
Case Presentation
A 29-year-old male patient, admitted to our clinic to prescribe his drugs. During the psychiatric interview, he stated he was on venlafaxine 75 mg/d treatment for 1 year, his symptoms were headache and neck ache, spasm in shoulders, feeling anxious and being worried about all fields of life at the beginning of his ilness. Patient said that he was feeling well with venlafaxine, his symptoms were mostly gone, but he was experiencing loss of sexual desire and spontaneous ejaculation following micturition and defecation 3 weeks after initiation of venlafaxine. Urological consultation and total urine examiaton didn't explain this condition. We offered patient to stop medication, because we thought it was related to venlafaxine. Patient refused to stop venlafaxine because of its' beneficial effects on his symptoms, so we started mirtazapine 30 mg/d. Because to the best of our knowledge, mirtazapine is beneficial for management of loss of sexual desire caused by antidepressants and also has fewer sexual side effects. At the visit 2 weeks after starting mirtazapine, patient stated frequency of spontaneous ejaculation decreased apparently. At the visit after 6 weeks, spontaneous ejaculations ended up and loss of sexual desire relieved. At the visit after 3 months patient was still stable and free of spontaneous ejeculation.
Discussion
Spontaneous ejaculation is a rare side effect of antidepressants. There are several reports of spontaneous ejaculation with noradrenergic drugs. Three cases of spontaneous ejaculation due to noradrenergic drugs was reported by Oosterhuis et al. [10] . First case was a 40-year-old man taking atomoxetine, second one a 25-year-old man using methylphenidate and third case was a 60-year-old man whom was started venlafaxine In addition, two cases were reported with a specific noradrenergic reuptake inhibitor reboxetine [4, 11] . nefazodone, milnacipran and zotepine are other noradrenergic drugs that caused spontaneous ejaculation [12] [13] [14] . In our case, although venlafaxine is a dual reuptake inhibitor of serotonin and noradrenaline, thus we think potential mechanism related with spontaneous ejaculation is serotonergic mechanism, because patient was taking venlafaxine 75 mg per/day.
Belli et al. [6] reported spontaneous ejaculation and erectile dysfunction with escitalopram. They switched to fluvoxamine to manage this side effect. Virit and Savas [15] described a 27-year-old man who experienced spontaneous ejaculation after initiation of citalopram and they changed citalopram with paroxetine to stop spontaneous ejaculation. Although some SSRIs are reported to cause spontaneous ejaculation, however it is a fact that they are used effectively for treatment of premature ejaculation [6, 15, 16] . Taking into account both SSRIs cause spontaneous ejaculations rarely and ejaculation inhibition frequently, we interpret that spontaneous ejaculation is a unique and patient specific side effect due to antidepressants. Owing to diverse effects of SSRIs on ejaculation, it is not easy to explain exact mechanisms of ejaculation and spontaneous ejaculation.
Mechanisms of ejaculation depends on central and peripheral interaction of multiple systems. These systems could be sorted as parasympathic, sympathic, dopaminergic and adrenergic systems. In the rat models, supressor effects of serotonin have been demonstrated on ejaculation. However various serotonin receptors may effect ejaculation in different ways [17] . Somatodendritic 5HT1A stimulation shortens ejaculatory latency time, conversely postsynaptic 5HT2C stimulation causes ejaculation inhibition. selective alpha 1 receptor antagonists like tamsulosin and alfuzosin are responsible from decreased ejaculate volume [18] .
Mirtazapine is a noradrenergic and specific serotonergic antidepressant. It has a unique receptor binding profile, differentiating from other antidepressants. Mirtazapine increases serotonergic and noradrenergic stimulation, regardless of reuptake inhibition. Alpha 2 auto receptor plays a crucial role in acting mechanism of mirtazapine and its' antagonism causes disinhibition of serotonergic and noradrenergic transmission. Likewise, mirtazapine blocks 5HT2C and 5HT3 [19] .
To date, in most cases changing or stopping medication recommended to manage spontaneous ejeculations. To the best of our knowledge, almost all antidepressants are related with this side effect, also less is known about how to manage spontaneous ejeculation if patient refuses to change medication with this side effect. Our case is important in terms of demonstrating mirtazapine combination as an option to manage spontaneous ejaculation. Mirtazapine was chosen in this patient for two reasons. First, combination of mirtazapine with antidepressants is suggested by previous studies, to relieve sexual side effects and second mirtazapine itself has fewer sexual side effects [7] . Furthermore, alpha 2 agonistic and 5HT2C and 5HT3 antagonistic properties of mirtazapine are believed to relieve diminished sexuality in depression and sexual side effects of antidepressants [9] . In this context, alpha 2 agonism and 5HT2C and 5HT3 antagonism of mirtazapine could be the potential regulatory mechanisms that stopped spontaneous ejaculation in our case.
Conclusion
Management of spontaneous ejaculation with mirtazapine hasn't been reported before. It is the first case report suggests combination of mirtazapine as a novel option to treat spontaneous ejaculation caused by antidepressants.
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